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THE COMMISSIONER OF PATENTS 
01 November 20O1 



,m T ftir I BMrtED ff™"** nvmrr AND TRADE MARK PFF|CE 

Upfeaf* SU*a*eTa. Examiner: Al/sia Bernian 

•SortalNCM 03/177.437 

• Title: Taste Masked Pharmaceutical Compositions 



Hon. Commissioner of PatantS 
, end Trade Marks 
Washington. DC 20231 



Sir. 



I, Stefan Lukas, declare and say as follows: 

1. I am an inventor of the subject matter claimed in the above-Identified U S patent 
appTicailori Serial No* oari77.4Z7. 

* l hoJd a Masters in Appiiod Science from the University of South Australia which 
was conferred In 1908. I have worked for f h Faufdrna & Co Umlted since April 1988. I was first 
i£tt%d In eDfav drytno In 19S9 with what v«« at Ih© time a minor research project loo king at 
mtoowcapsul^ton using a lab^calo epray dryer. As part of this program I developed the basic 
rtcnivmer coatlno process and formulation from concept to pilot scare manufacture eventually using 
equipment on stte at Nlro Atomiser. Soborg, Denmerk. After two separate vipltg to the pilot 
faoJIIty Tn t>«nma* two different formulations successfully scaled up and taken Through to 
commercial reality. 

3 | identified the critical formuiaHon constraints not previously described In the 
literature. During more than fi years continuous hands on experience in an aspects ofspray drying 
mtero BncaosuJatlon I thoroughly invosttaated ' raw malarial sp^ratfr^requTreiWTTK, 
S^rernenttof coating systems, atomlsaiion Gnducflng evaluation of numerous atomlsatwn 
S^^bo^P^rystaal alKeettJStaKb), evaluated the drying environment and the Importance 
of the cornposliion and physical attributes of the drying gas. 

« l also liaised with an extra mural team at Particle Coating Technologies (PCT) rn St 
Louis Missouri in the development of a taste masking, process That Involved spray. congealing of 
^^'r. J^^mDo^ons In thte process the active actually dissolved In the molten wax 
^^StS^Sait Mr^n~r*»l0*d PartwV I have read extensive* In th* 
area and have attended s&voral drying symposia. • 

b I hav« read and am faminar wtth tho Office Action mailed S May. 2001 . in rapeM of 
application Serial No. 08/177/427. and make this Declaration in support of the patentability of the 
claims in in© above-identified application. 

a As set forth In the Bpectflcalton of the application. Serial No. 09/1 77,427 and as jecttedi in 
«,„ claW^^ontton falflrecterj towaids a teste masked pharmaceutical composition. The 
d^ed^nP^oVhas a number of properties, one property is that the p^mer coating 
comorteeT^r*an 23^by weight of the formulation. A further property to that the core haa an 
^p^rato ^ than 3 A nral properly included within me claims fe the fact that the part.d* 
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sfco is controlled wrthih a proscribed ran ge so that ^JM*"" S'SSg? fJLSS2S„ * 
niesant as 'lame 1 or -ftn«" particles. I note that no more than 25% wAv of particles are teas than 25 
m^TOm^B and no moretten 2%w/wof partWes am over aeo mlcrofnertres. As also described. 
S^vwTtion further elates to a method of preparing a formulation of the Invention cortiprisirvg 
spray drying powder particle? v# a suitable aspect ratio to produce a farmuFatfon with acceptable 
properties. 

t I note In the Office Action thatthe Examiner te of the opinion that the limitations of the 
asoact ratio of lead tnan 3 (as enclosed in claim 16) and/or the aubstantialy spherical nature of the 
:' core (as disclosed in claim 19) is not considered critical and does not render the claims patentable 
over the prior art 

8, Whilst I understand how the examiner covJd roach this position, I respectfully disagree with 
this view on the baste of my research toward tho ifrverrtiort. 

1 9 An important feature of the particles of the present invention Is the particle shape. In 
developing the cfaimed process, a number of trtal batches were run fn order to produce a 
' Dharrn^cdiiilcal composition with acceptably product quaitties. We had observed, for example, that 
" when the process of CA2068366 was carried out, some of the batches appeared to be acceptable 
I whereas other wore clearly unacceptable We therefore wanted to conduct research to Improve 
• the consistency of the product produced. 

: 10. In tests to determine the critical factors, we particularly looked at a number of variables 
. such as parUcte size and particle Shape* Merely by way Of overview, we noted that where there 
' was a high occurrence of "fine* drug particles, there was an increased rate of drug released after 
. polymer coating. Whilst not wishing to be bound by theory, we thought that tha smaller particles 
Increased the drug surface area which In turn, led to a tfrlnnor polymer coating At least \n a 
: theoretical manner, one can easily see that If there Is a great number of drug particfes that are too 
email, the surface area to drug ratio whh be high, leading to a thinner coating. Accordingly* whilst 
the process works with fine partide, a i» preferable that the stee of the panicles be controlled within 
a certain range. My recollection In developing this process is that it was this Observation that led to 
the limitation that appears as a pref e rred embodiment in claims an and 2r% of the present 
application. | 

ii. WHh respect to partde anape, we conducted a number of tests to determine if particle 
shape affects the process of Invention as ft was not expected to, These tests were predominantly 
influenced by the ofcsarvation that with certain batches, unacceptable taste masking was observed 
whereas wtth certain other batches, taste masking was adequate, tndeod, our review of literature 
in this area provided no Indication as to what caused this variation, Indeed, we noted when 
running the process of the cited prior art documents* that some batches appeared to produce 
acceptable results whereas others were unacceptable. 

12 WhUet a number Of trials were run to determine trie source erf this variation, two spring 
Immediately to mind. I have reviewed my files and have located test batches D4426 and 
Attached as Exhibit i, le a Scanning Electron Micrograph (SEM) o* The drug particles used In test 
' D4426 Attached as Exhibit z, rs a SEM of the drug particles used in test CM-te7- These two 
' materials were then subjected to the spray drying process using Identical amounts of solvent and 
! identical process coodhions. 



' between 



13 The t©sf. results demonstrate XtioX there was significant difference uolyy^ 
rates of the two batches. The batch containing needles (le. en aspect ratio In 
tested end observed that 10% of tho material was released after 40 minutes, ' 
sustained release, this was found to be a less preferred olssoluticn p^roRte. in 
matarfal w«h an aspect ratio of toss than S. only e% was released after 40 mlnujfes. 
we were able to ascertain that the presence of ^needle* shaped particles led to 
rates of drug release; Whilst not wishing to be bound by theory. I am of the ooti 



; opinion 



the dissolution 
excess of 3). was 
the purpose of 
contrast, uting ihe 
Aooordlngiy, 
Unajoceptably high 
' 1 that the higher 
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. _____ oWiiriSnod bv the increased surface area inherent in a needle parade and 

^y^^^St^ br*»KIn 9 of t^^m^^a vei-ces of these 

j ^c**9 (Wtero tne ptfymarcoaflng would bo thinner and under greater stress), j 

14 In essence, drug itfeaEe from a coated par-da Is dependent or theOTdkn^a and qual^ot 
' in!; rw,il^^n^na in turn me Ui?ckn«« of the polymer coating is dependent on the spedflc 
2 dffilnE to tolled- We have found that the specie surtac* an* b 

me oart-cle site and educing the aspect ratfo (as darned In the app6ratbon)>| In adaTbon- this 
= SC ^^iw taciun-I that ep^ar to be deleterious to the inrtegnty of tho^coatrng teyor. 
SStyl S^eTSat the eomblSSlon of partk*_ size distribution and aspect ratio of the 
mt^Sr to be crude, to accept*** produce P^^em^ In addftton. as far ac 1 am 

^r^prior to the experimental work done, thie was not a known feature of this pfwes*u 

n5 I have read, and am familiar wfth, CA2068366. I note, as acknowledged! by the Bcaminor. 
! mat no F^i^laTshGj^e is oiven in thia citation, it doea not appear to mo thatltne authors were 
1 V£Zo^^c£^£ & 5 shape of the pa^as an^part^e^ Mbrton at the^me 
of ihe filing, [tie for this reason that this document does not disclose the importance of the aspect 
ratio or shape, j 

16 I have read and am familiar with US 4,608,411- One* again, as noted by the Examiner, thia 
reference does not disclose the crucial feature of the shape erf tho particle. This ts not surprising 
as as staled previously, this was not Known at the time of the publication. j 

17 Accordingly I consider the present Invention to contain patentable mattejr over and above 
the disclosure In The dted prior art I consider that ihe determination of a suitable aspect ratio, 
shape and particle size distribution that guarantees acceptable taste masking and sustained 
released properties to be a patentable Invention over the art A worker foHowtntf the directions: in 
the art would at best, only have a chance. of reproduce product an acceptable product- This 
would only occur if the worker were fortuitously to select a core material wan suitable aspect ratios 
and particle ska distribution. The acrvs-rvca provided b_) the present application is|that a worker can 
now proceed with certainty to achieve a product with acceptable product oerforrnance. By 
providing teachings thai allow a skilled addressee to determine whether this performance will be 
achieved, the present inventors have provided for greater product output and better compliance 

j wfth drug dissolution profiles. Accordingly, I oonssdor jthoro is a patentable advance* and disagree 
wtth ihe Examiner on this point 



all statements made hertrin Of my own knowledge are 



true and that all 
that these 



I further declare _h£t ^ . 

statements made on fnformaaon arid belief are be|levod to be true, and further, 
statements am made with the knowledge thai wilful false statements and the mce jare punishable try 
fineot ^rnprisonrnemv or both, under Section 1001 o^THJe 18 of the United States Act, and that 
such wilful false statements may Jeopardise thlc application or any patent Issuing thereon. 



Doted 



x /tt /o/ 



Stefan Lukafi 
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